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Appl. No. 09/830,977 PATENT 
Declaration under 37 C.F.R. §1.131 
Reply to Office Action of August 31, 2004 

2. We are the named inventors on this application. We have read the application 
and are familiar with its contents. We have also read the final Office Action mailed August 31, 
2004, for this application. It is our understanding that the Examiner believes that the pending 
claims are anticipated by Rieger et al {Oncogene 1998, 17:2323-2332). The Examiner 
apparently takes the position that the 37 C.F.R. §1.131declaration and accompanying evidence 
submitted August 3, 2004, have not properly antedated the cited reference, based on two reasons: 
first, the evidence does not show contemplation of the claimed screening process for compounds 
regulating NOS2 expression; and second, the evidence shows a species of NOS2 inhibitor, 
aminoguanidine (AG), that is different from the species described in the references, such as 
cytokines and lipopolysaccharide (LPS). 

3. This declaration is provided to establish that the conception and completion of 
the claimed screening process took place at the same time when the underlying invention was 
first made and that the completion of the claimed invention is naturally and logically associated 
with the experiments shown in the evidence. This declaration is provided to further establish that 
in light of the effect of NOS2 on p53-deficient tumor cell growth illustrated by the present 
application, it would be obvious for one of skill in the art to regulate tumor growth in p53- 
deficient cells using any compounds capable of modulating NOS2 activity, regardless the 
identity of such compounds. 

4. As the 37 C.F.R. §1.131 declaration submitted August 3, 2004, has 
established, we completed the claimed invention in the United States prior to November 5, 1998, 
the publication date under 35 U.S.C. § 102(a) for the Rieger et al reference. We hereby further 
state that the use of p53-deficient cells to screen for NOS2 modulators was simultaneously 
conceived and completed when the invention in evidence was made. The use of p53-deficient 
cells for screening purpose is an integral part and a logical permutation of the invention in 
evidence. Because the invention in the evidence indicates a growth-promoting effect by NOS2 
in p53-deficient tumor cells that can be reversed by an inhibitor of NOS2, one of ordinary skill in 
the art would therefore immediately recognize that p53-deficient cells can be used for the 
identification of NOS2 modulators. Also, because the very same assay system as shown in the 
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Reply to Office Action of August 31, 2004 

evidence can be used for this screening process, the invention as presently claimed was not only 
conceived but also completed prior to November 5, 1998. 



of regulating NOS2 expression, using cells that lack functional p53 protein. The claimed method 
is therefore useful for screening any compound that could potentially modulate NOS2 expression 
and is certainly not limited to any particular NOS2 modulator. Although this invention is based 
on the observation that one particular NOS2 inhibitor, aminoguanidine (AG), can reverse the 
growth-promoting effect of NOS2 in p53-deficient cells, the general mechanism of regulating 
NOS2's effect on tumor growth in p53-deficient cells, as illustrated by this observation, is 
applicable to any and all NOS2 modulators. Thus, when the use of a NOS2 modulator is 
concerned, the use of NOS2 modulators beyond the exemplary species used this application 
would be obvious to one of skill in the art. 



completed before the effective date of the Rieger et al reference, and that the use of other NOS2 
modulators not named in the evidence submitted with the declaration of August 3, 2004, would 
be obvious to a person of skill in the art in light of the general mechanism illustrated by the 
present invention. 



5. The claimed invention relates to a method for identifying compounds capable 



6. In light of the forgoing, Applicants submit that the invention as claimed was 



7. Declarants have nothing further to say. 





Dated: 



By: 



Curtis C. Harris, M.D. 



60357955 VI 
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